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U.S. Environmental Protection Agency INIT
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Washington, D.C. 20460 mm
Dear Sir or Madam: 88940080011

Department of
Environmental, Health &
Safety Affairs (DEHSA)

October 4, 1993
MRS-131-93

Attn: TSCA Section 8(e) Coordinator

il

In accordance with the requirements of TSCA Section 8(e), Hoechst Celanese hereby
submits a draft report for an acute oral toxicity study in rats of 4-(2-methoxyethyl)-
phenol (CAS No. 56718-71-9). Although no animals died at the 1000 mg/kg dose of
the chemical, effects on the central nervous system, manifested as narcosis, were
observed in the rats.

The chemical in this study is a R&D chemical.
This submission contains no confidential business information.

If any further information is required, do not hesitate to contact Dr. Mlchele R.
Sullivan, Director, Product Stewardship at 908-231-4480.
Sinceyely,
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Vice President, Environmental, Health & Safety Affairs
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This report contains the unpublished research findings of Hoechst
scientists. It should not be published, in whole or in part, or re-
ferred to in any publication without authorization from the company.
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STATEMENT OF CCMPLIANCE

To the best of my knowledge and belief, this study was conducted in
campliance with Good Laboratory Practice regulations. No unforeseen
circumstances were observed which might have affected the quality or
integrity of the study.
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1. SUMMARY

The acute oral toxicity testing of C-1565 in the Wistar rat yielded the follow-
ing median lethal dose (1DS0):

Male and female animals
Male animals
Female animals

1933 mg/kg body weight
1794 mg/kg body weight
2082 mg/kg body weight

Development of body weight was
Necxopsyoftl'leanmalsfomﬁdeadzégl ¥

diffuse reddening of stamach and intestinalgims
ations of the liver.

£
The animals killed at the end of the cbservation period were free»df macroscopi-
cally visible changes. >
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2. OBJECTIVE / GUIDELINE

Testing for acute oral toxicity is an initial step in identifying the toxico—
logical properties of a substance. It provides information on health risks re—
sulting from a single oral intake and serves as a basis for classification. It
permits the selection of optimum dose levels for repeated administration of the
test substance. The Wistar rat has proved to be a suitable species for acute
oral toxicity testing with many different substances.

The present study was conducted in compliance with
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4. MATFRIALS AND METHODS

4.1. Test s

Code : 1565

Name :  4-(2-Methoxyethyl }phenol
Synon@ : MEP

56718-71-9

CgH1203

Specific gravity
Purity

Batch Number
Identity

Sample received on May 13th, 1993 '55;:

storége conditions

darkness at roam temperature i1

Storage stability stable at least until Apri

Stability and homogeneity
of the test compound in
the vehicle : is guaranteed for 4 hours
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4.2. ies and
Test species

Strain

Source

Body Weight at start of
study

males

Animal maintenance

Rocm temperature
Relative humidity
Acclimatization
Withdrawal of food

Food

Water

Animal identification

Report No. 93.0586
Page 10 (42)

Wistar rat
Hoe: WISKE(SPF71)

HOECHST AG, Kastengrund, SPF breeding colony

X =176 g (= 100 %)
] =+ 8¢g
x min = 157 g (- 11.9 %)
xmax = 182 g (+ 3.4 %)
n = 15
2 g (= 100 %)
79
8 g (- 8.1 %)
3 g (+ 6.4 %)
5

in fully air-co
cag%(‘l‘ype«i)
in groups of 5 animals
22t+3°C

55 + 20 %

12 hours daily

not necessary (breeding at identical
conditions)

from about 16 hours before to 3 - 4 hours
after treatment

Altromin 1324 rat diet
(Altromin GmbH, Lage/Lippe), ad libitum

tap water in plastic bottles, ad libitum

fur-marking with KMnO4 and cage numbering
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4.3. Test groups

Based on a dose range finding study the following dose levels were tested:

Dose Concentration Volume applied Number of _
my/kKg b.w. % (w/v) (ml/kg b.w.) males / females
1000 10 10 5 5
2000 20 10 5 5
2500 25 10 5 5

4.4. i T

p
a_the stated concentrations in;é%amegll (Oleum sesami
Xt Pharmazeutische Fabrik GmbH, Frankfurt) and distribu-
) of a magnetic stirrer. C

C-1565 was

of /tﬁg>pest substance was determined by analytical

gavage to fasted animals at the

itment  lasted for 14 days.
day Ay the morning and in the

& ound dead were dis-
iéallx visible changes.
period surviving animals were killed by ioxide asphyxiat: i

and also examined for macroscopically visible changes.

4.6. Statistics

The LDgg, the 95 % limits of confidence and the equation of the probit-line were
established on the basis of the lethality rates by probit analysis.

(method of FIELLER and SIDAK, programs supplied by Pharma Research and Develop-
ment Informatics, HOBCHST AG).

1DS0 values were calculated separately for male and female animals.

A common IDS0 based on the lethality rates of the male and female animals can be
calculated if the 95 % confidence limit of the coefficient (relative efficacy)
of both ID50 values based an the comparison of both probit-lines includes the
value 1. .

(method of FIELLER and SIDAK, programs supplied by Pharma Research and Develop-
ment Informatics, HOECHST AG).
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5. RESULTS
5.1. Iethality

Under the conditions described above, the following lethality rates were ob-
served:

Lethality

Dose male animals female animals
mg/kg b.w. absolute relative (%) absolute relative (%)

1000 0/5 0

2000 2/5 40

2500 4 /5 80
ILD50
(mg/kg b.w.) 1794 2082

Confidence interval
(P = 0.05) 519 - 2418

common LD50

_ I
(mg/kg b.w.) 1933 f‘ﬁ'y

Confidence interval
(P = 0.05) 1225 - 2282

(for individual data, statistics and graph of the probit-line, see APPENDIX)
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5.2. Clinical signs

The following clinical signs were cbserved after the application of C-1565 in
males and females: decreased spontaneous activity, sunken flanks, squatting
posture, prone position, bristling coat, stilted gait, unooordlnated or ataxic®
gait, forward crawllng, panting, 1rregular respiration, decreased respiration
rate, stupor, narcosis as well as absent placing reaction and absent pawreflex
to plnchlng Additionally, males and females of the 2000 and 2500 mg/kg body
weight group showed absent corneal reflex. Respiratory sounds occurred in one
male animal of the 1000 mg/kg body weight and one female animal of

2000 mg/kg body weight group. Closed palpebral fissures and reduced pawrefl

1ndumwereobservaimonemleammlofﬂ1e2500ng/kgbodywelghtgmxp
One female of this dose group showed lacrimation. All am_mals were free of
symptansatdayeofthew .

Liver: - dark discolouration éﬁ‘g’“ ‘\ :

Stomach: - petechial bleedings }- ;
- diffuse reddening of mucosa QJ

Small intestine: - diffuse reddening of mucosa

ly visible charges.

(For individual autopsy findings, see APPENDIX)

Dr. TH/GL

Quality Assurance (GLP) HOBECHST AKTTENGESELLSCHAFT
Pharma Development Central Toxicology

Dr. Hofmann
Study Director

Dr. Jurng
Industrial Toxicology
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Test substance : C-1565

Vehicle : sesame oil

Concentrations : 20 % (2000 my/kKg body weight)
5 % (500 my/kg body weight)

Wistar rat / male and female

lethality
- time b.w.
p.a. g
o / ) {;.,'*_
2000 m 23.06.93 13 e 1157
f 7.25 x ) N 1157

m 24.06.93 157
f 8.15 162

ml showed mpalrments of resplratlon, “motil
stupor, prone position and narcosis were observed.

The animals killed at the end of the observation period showed no macroscopi-
cally visible changes.
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§ - JED STATES ENVIRONMENTAL PROTECTION AGENCY
é‘; WASHINGTON, D.C. 20460
L pROTE

Susan P. Engelman OFFICE OF

Vice President e A
Environmental Health & Safety Affairs SuBSTANCES
Hoechst Celanese Corporation

Route 202-206 4
P.O. Box 2500 JAN 1 8 199
Somerville, New Jersey 08876-1258

This letter formally acknowledges EPA's receipt of information
submitted by your organization under Section 8(e), the
nsubstantial risk" information reporting provision of the Toxic
Substances Control Act (TSCA). For your reference, copies of the
first page(s) of your submission(s) are enclosed and display the
TSCA Section 8(e) Document Control Number (i.e., 8EHQ-0000-0000
Init.) assigned by EPA to your submission(s). Please refer to
this cited number when submitting follow-up or supplemental
information.

Please note that all submitted correspondence will be placed in
the public files unless confidentiality is claimed according to
the procedures outlined in Part X of EPA's TSCA Section 8(e)
policy statement (43 FR 11110, March 16, 1978).

Confidential submissions submitted pursuant to the TSCA Section
8 (e) Compliance Audit Program (CAP) should already contain
information supporting confidentiality claims, because
substantiation of CBI claims is required at the same time the
8(e) CAP is submitted to EPA. (If not done so already, please
ensure that this information is provided to the Agency). When
substantiating any/all claims, answer the questions detailed in
the following attachment.

For NON-CAP submissions, any confidentiality claims should be
supported by submission of information as described in the
attachment(s).

| 2725 A

@ Printed on Recycled Paper
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